3rd centile. His forehead was described as sloping. When 48 hours old he developed bilious vomiting and his condition deteriorated. An emergency laparotomy performed on the sixth day showed a perforated sigmoid colon and a temporary colostomy was performed. Histology of a rectal biopsy showed aganglionosis. At nine months of age an endorectal pullthrough operation with closure of the colostomy was successful in restoring large bowel continuity.
His mother became worried over his lack of developmental progress when he was nine months old. He sat at one year, crawled at two years and began to walk with both hands held at the age of two years one month. His head circumference at two years one month was 41 cm (5 cm <3rd centile). His height at two years five months was 87 cm (25th centile) and his weight 12-2 kg (25th centile). Physical examination showed an inferonasal coloboma of the right iris, bulbous nose, prominent ears, a high arched palate, tapering fingers, and the scars of his abdominal surgery. His facial features are shown in fig 2. Neurological examination confirmed the developmental delay but was otherwise normal. EEG showed no focal or paroxysmal features although the rhythmic activities over the occipital lobe were slow for the age of the child. CT brain scan was abnormal ( fig 3) ; the vault was small and thick, the margins of the ventricles were irregular, and the deep white matter was of irregular density. This combination of abnormalities suggests defective neuronal migration. Other investigations, including chromosome analysis, visual evoked responses, and electroretinogram, were normal. CASE 2 This boy is now five years old and is patient IV.4 in the pedigree (fig 1) . He was born by normal delivery at term after an uneventful pregnancy. His birth weight was 3-51 kg (50th centile) with a head circumference of 33-5 cm (10th centile). The Apgar score at five minutes was 8. During the neonatal period he was slow to complete his feeds and his weight gain was less than expected. He was admitted for investigation at the age of five months when his weight was 6-0 kg (0.5 kg <3rd centile) and his head circumference was 39 cm (0.5 cm <3rd centile). A clinical diagnosis of Hirschsprung's disease was made and this was confirmed by a suction rectal biopsy. A right transverse colostomy was performed; subsequently he had an endorectal pullthrough with closure of his colostomy. The aganglionic segment extended just proximal to the rectosigmoid junction. Mild left vesicoureteric reflux was identified but recent urological investigations are normal.
His mother expressed concern over his development at five months. He sat at around eight months, walked at 18 months, and spoke a few words at 20 months. A Griffiths developmental assessment when he was four years four months put his development quotient at 50. His head circumference has remained below the 3rd centile; it was 41 cm at 11 months (3 cm <3rd centile) and 43 cm at 17 months ( He was reviewed at six years five months. His head circumference was 45-5 cm (4-5 cm <3rd centile), his height was 1-0 m (6-5 cm <3rd centile), and his weight 14-2 kg (2 kg <3rd centile). He also had a large nose and prominent ears (fig 4) . He was ambulant and spoke several words. He attends a school for the severely educationally subnormal. There are no focal neurological signs. His CT brain scan is shown (fig 5) . CASE 3 This girl was born to a non-consanguineous British couple. Her mother had had two previous pregnancies, a normal girl born two years earlier and, more recently, a spontaneous abortion at six weeks' gestation. The third pregnancy was complicated by hyperemesis for which her mother took Debendox between the sixth and 20th week of pregnancy. The mother is hypothyroid and has thyroxine replacement. Labour was spontaneous at term and the delivery was normal; the child had Apgar scores of 9 at one minute and 10 at five minutes. Her birth weight was 3-3 kg (50th centile) and head circumference 33-5 cm (10th centile). She was noticed to have rather large bat ears, a pointed chin, and a depressed nasal bridge with mild hypertelorism.
Bilious vomiting developed at 24 hours of age and she had a laparotomy and temporary colostomy when four days old. Biopsies taken during the operation confirmed aganglionosis in the rectum and descending colon, but the left transverse colon was ganglionic. She later had a pullthrough procedure followed by closure of her colostomy and now has a normal bowel habit. Development was delayed at her one year assessment but this was initially attributed to her prolonged stay in hospital. A formal assessment at 20 months showed that she was thriving and her weight was on the 50th centile. Her head circumference (45 cm) was on the 3rd centile. Hypertelor 
